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2001 : 167786 CAPLUS 
134:212736 

Pharmaceutical compositions of charged dextran as a 
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Governors of the University of Alberta, Can. 
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19990826 







The present invention is for a charged dextran, preferably dextran 
sulfate, as an improved mucoactive agent which can be used to improve 
viscoelasticity and clearance of respiratory tract mucus 

The charged dextran can be used in the treatment of animals with 
impaired mucus clearance, mucus retention and/or 

mucus hypersecretion, such as cystic fibrosis, chronic bronchitis, 
bronchiectasis, bronchiolitis and bronchial asthma. Related methods of 
treatment and pharmaceutical compns . , particularly aerosolized dextran 
sulfate compns. are encompassed within the scope of the invention. For 
example, delivery of aerosolized dextran sulfate to canine airways led to 
reduced viscoelasticity in improved clearability of the tracheal 
mucus . 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 
CORPORATE SOURCE: 



2000:528183 CAPLUS 
133:359052 

Effects of dextran sulfate on tracheal mucociliary 

velocity in dogs 

Sudo, E.; Boyd, W. A.; King, M. 

Pulmonary Research Group, University of Alberta, 
Edmonton, AB, Can. 



SOURCE: J . Aerosol Med. (2000), 13(2), 87-96 

CODEN: JAEMEP; ISSN: 0894-2684 
PUBLISHER: Mary Ann Liebert, Inc 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB we have shown that low mol . wt . dextran, as a potential mucolytic agent 
reduced the viscoelasticity and spinnability of cystic fibrosis 
(CF) sputum and improved its ciliary transportability in vitro; it also 
reduced viscoelasticity of healthy dog mucus in in 

vitro testing. In anesthetized dogs, dextran administered by aerosol at 
65 mg/mL increased tracheal mucus velocity, but this increase 
was not sustained for higher concns . The purpose of the present study is 
to evaluate whether low mol. wt. dextran sulfate, a charged 
oligosaccharide, exhibits similar effects to previously tested neutral 
dextran when administered by aerosol to anesthetized dogs in terms of 
mucus rheol. and mucociliary clearance rate. Healthy mongrel dogs 
were anesthetized with pentobarbital and intubated. Aerosols of Ringer «s 
soln. or dextran sulfate (m.w. 5000) dissolved in Ringer's were generated 
by Pari LC STAR nebulizer, and delivered during 30-min periods of 
spontaneous breathing. Tracheal transepithelial p.d. (PD, using agar 
filled electrodes) and tracheal mucociliary velocity (TMV, by charcoal 
marker particle transport) were measured under bronchoscopic control, and 
mucus for viscoelasticity anal, by magnetic rheometry 

was collected by the endotracheal tube method. We performed expts. in 
seven dogs, involving 30-min administrations of aerosol, sepd. by 30-min 
periods of no aerosol. All dogs received inhalations of 6.5 mg/mL, 20 
mg/mL, and 65 mg/mL dextran sulfate. Tracheal mucus 
viscoelasticity (av. log G* over 1-100 rad/s) decreased 
progressively with increasing dose of dextran sulfate; for the highest 
concn. (65 mg/mL), log G* decreased by a factor of 2.61 (p = 0.021). A 
modest increase in the TMV was obsd. for the first dose of dextran 
sulfate 

(128% of baseline at 6.5 mg/mL, p = 0.066); thereafter TMV was stable. 



PD 



increased significantly at each concn. of dextran sulfate compared with 
Ringer control; however, there was no addnl . change between the three 
groups. The solids content of collected airway fluid (%SC) was gradually 
increased during successive 30-min dextran sulfate aerosols, indicating a 
significant residence time for the dextran in the mucus, and 
correlating with the decrease in viscoelasticity. These results 
suggest that dextran sulfate may be potentially of therapeutic value as a 
mucolytic agent, assisting mucus clearance by cough and 
physiotherapy, although whether it stimulates mucociliary clearance 
remains to be proven. 



REFERENCE COUNT: 
REFERENCE (S) : 



CAPLUS 



35 
(5) 



Daviskas, E; Eur Respir J 1996, V9, P725 CAPLUS 
(6) Daviskas, E; Eur Respir J 1997, V10, P2449 CAPLUS 
(8) Feng, W; Pulm Pharmacol Ther 1999, V12, P35 

(14) King, M; Lung Biology in Health and Disease 

Series 1996, P391 CAPLUS 
(20) Lorentsen, K; Ann Intern Med 1989, Vlll, P561 

CAPLUS 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Insight Strategy & Marketing Ltd. 
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Israel; Friedman, 



PCT Int. Appl. 
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Patent 

English 
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40 pp. 



PATENT NO. 



KIND DATE 



WO 9948478 
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APPLICATION NO. DATE 



WO 1999-US6189 19990322 
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INFO 












US 1998- 


46475 
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19980325 







AB 



the 



US 1997-922170 A2 19970902 
WO 1999-US6189 W 19990322 
A method of managing a patient having an accumulation of mucoid, 
mucopurulent, or purulent material contg. glycosaminoglycans comprises 
administering at least one glycosaminoglycan-degrading enzyme to the 
patient in an amt . therapeutically effective to reduce at least one of 



following: the viscoelasticity of the material, pathogen 
infectivity, and inflammation. An article of manuf. is provided which 
comprises an inhaler including, as an active ingredient, at least one 
glycosaminoglycan-degrading enzyme for generating aerosols including the 
enzyme for management of a patient having an accumulation of mucoid, 
mucopurulent, or purulent material contg. glycosaminoglycans. 
REFERENCE COUNT: 5 



REFERENCE (S) 



(1) Beth Israel Deaconess Medical Center Inc; WO 
9846258 A2 1998 CAPLUS 

(2) Fuks; US 5362641 A 1994 CAPLUS 

(3) Ibex Technologies Inc; WO 9711684 A 1997 CAPLUS 

(4) Kuna; US 5474983 A 1995 CAPLUS 

(5) Rosen; US 5580862 A 1996 CAPLUS 
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L7 3 S L4 AND L5 



=> s (14) and (cystic fibrosis or chronic bronchitis or bronchitis or 
bronchiectasis or bronchiolitis or bronchial asthma) 
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=> s 18 and topical 

L10 33 L8 AND TOPICAL 
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=> dup rem 110 
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-> s 19 not 17 

L13 20 L9 NOT L7 
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1997:557633 CAPLUS 
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Drug delivery systems containing ester sunscreens and 
penetration enhancers 

Reed, Barry Leonard; Morgan, Timothy Matthias; 
Barrie Charles 

Monash University, Australia; Reed, Barry Leonard; 
Morgan, Timothy Matthias; Finnin, Barrie Charles 



PCT Int. Appl. 
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Patent 

English 

1 



70 pp. 



PATENT NO. 
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JP 2000504697 T2 20000418 JP 1997-528834 19970219 

AU 9952589 Al 19991202 AU 1999-52589 19991001 

PRIORITY APPLN. INFO. : AU 1996-8144 19960219 

AU 1997-17134 19970219 
WO 1997-AU91 19970219 
OTHER SOURCE(S): MAR PAT 127:239118 

AB A transdermal drug delivery system which comprises at least one physiol . 
active agent or prodrug thereof and at least one dermal penetration 
enhancer; characterized in that the dermal penetration enhancer is a safe 
skin-tolerant ester sunscreen. A non-occlusive, percutaneous or 
transdermal drug delivery system which comprises: (1) an effective amt . 



of 



at least one physiol. active agent or prodrug thereof; (2) at least one 
non-volatile dermal penetration enhancer; and (3) at least one volatile 
liq.; characterized in that the dermal penetration enhancer is adapted to 
transport the physiol. active agent across a dermal surface or mucosal 
membrane of an animal, including a human, when the volatile liq. evaps . , 
to form a reservoir or depot of a mixt. comprising the penetration 
enhancer and the physiol. active agent or prodrug within said surface or 
membrane; and the dermal penetration enhancer is of low toxicity to, and 
is tolerated by, the dermal surface or mucosal membrane of the animal. 
The mean flux of 2% ketoprofen in 70% vol . /vol . aq. ethanol through shed 
snakes kinetics in presence of 2% octyl salicylate in 70% vol. /vol. aq. 
ethanol was 27.66 as compared to 2.58 .mu.g/cm2.h for azone. A 
transdermal aerosol contained 17 . beta . -estradiol 2, octyl 
dimethyl-p-aminobenzoate 8, ethanol 69, and di-Me ether 30%. 
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Pharmaceutical compositions for treating late phase 
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A method of treating a mammalian patient suffering from or prone to a 
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condition characterized by late phase allergic reactions, airway 
hyperresponsiveness or inflammatory reactions, e.g., asthma, allergic 
rhinitis, allergic dermatitis, allergic conjunctivitis, inflammatory 
bowel disease or rheumatoid arthritis, comprising the administration to 
the patient of an oral, parenteral, intrabronchial, topical, intranasal 
or intraocular pharmaceutical composition containing in each dose about 
0.005 to about 1 . 0 mg per kilogram of patient body weight of ultra-low 
molecular weight heparins (ULMWH) or other sulfated polysaccharides 
having average molecular weights of about 1,000-3,000 daltons. Suitable 



inhalant and other pharmaceutical compositions for use in the novel 
treatment method are also disclosed. 
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A method of managing a patient having an accumulation of mucoid, 



2 Drawing Page(s) 



mucopurulent or purulent material containing glycosaminoglycans, the 
method comprising the step of administering at least one 
glycosaminoglycans degrading enzyme to the patient in an amount 
therapeutically effective to reduce at least one of the following: 
visco-elasticity of the material, pathogens infectivity and 
inflammation. An article of manufacture comprising an inhaler 
including, 

as an active ingredient, at least one glycosaminoglycans degrading 
enzyme for generating aerosols including the enzyme for management 
patient having an accumulation of mucoid, mucopurulent or purulent 
material containing glycosaminoglycans. 



the 
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AB A method and medicament for the inhibition of neutrophil elastase and 

cathepsin G in mammals comprising administering a treatment effective 
amount of 2-O-desul fated heparin to a mammal in need thereof. The 
medicament preferably is administered by aerosolization or by 
intravenous (IV) injection. Preferably, the 2-O-desulf ated heparin 
medicament includes a physiologically acceptable carrier which may be 
selected from the group consisting of physiologically buffered saline, 
normal saline, and distilled water. Additionally provided is a method 

of 

synthesizing 2-O-desulf ated heparin. 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Drug delivery to the pulmonary system has been achieved by 

encapsulation 

of the drug to be delivered in microparticles having a size range 
between 0.5 and ten microns, preferably in the range of two to five 
microns, formed of a material releasing drug at a pH of greater than 
6.4. In a preferred embodiment, the drug delivery system is based on 
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the 



of 



formation of diketopiperazine microparticles which are stable at a pH 
6.4 or less and unstable at pH of greater than 6.4, or which are stable 



at both acidic and basic pH, but which are unstable at pH between about 
6.4 and 8. Other types of materials can also be used, including 
biodegradable natural and synthetic polymers, such as proteins, 
polymers 

of mixed amino acids (proteinoids) , alginate, and poly(hydroxy acids). 
In another embodiment, the microparticles have been modified to effect 
targeting to specific cell types and to effect release only after 
reaching the targeted cells. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for reducing asthmatic response in a mammal comprising 

administering a response-reducing amount of O-desulfated heparin to the 
mammal, thereby reducing the asthmatic response. The amount can be 
administered by aerosolization . The O-desulfated heparin has 
O-desulfation at least at the 2-0 and 3-0 positions. 
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AB A method for reducing asthmatic response in a mammal comprising 

administering a response-reducing amount of O-desulfated heparin to the 
mammal, thereby reducing the asthmatic response. The amount can be 
administered by aerosolization . The O-desulfated heparin has 
O-desulfation at least at the 2-0 and 3-0 positions. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of treating a mammalian patient suffering from or prone to a 

condition characterized by late phase allergic reactions, airway 
hyperresponsiveness or inflammatory reactions, e.g., asthma, allergic 
rhinitis, allergic dermatitis, allergic conjunctivitis, inflammatory 
bowel disease or rheumatoid arthritis, comprising the administration to 
the patient of an oral, parenteral, intrabronchial, topical, intranasal 
or intraocular pharmaceutical composition containing in each dose about 
0.005 to about 1 . 0 mg per kilogram of patient body weight of ultra-low 
molecular weight heparins (ULMWH) or other sulfated polysaccharides 
having average molecular weights of about 1,000-3,000 daltons. Suitable 
inhalant and other pharmaceutical compositions for use in the novel 
treatment method are also disclosed. 
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A method and medicament for the inhibition of neutrophil elastase and 



6 Drawing Page(s) 



of 



cathepsin G in mammals comprising administering a treatment effective 
amount of 2-O-desulf ated heparin to a mammal in need thereof. The 
medicament preferably is administered by aerosolization or by 
intravenous (IV) injection. Preferably, the 2-O-desulf ated heparin 
medicament includes a physiologically acceptable carrier which may be 
selected from the group consisting of physiologically buffered saline, 
normal saline, and distilled water. Additionally provided is a method 

synthesizing 2-O-desulf ated heparin. 
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The present invention relates to a method to protect an animal from a 
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disease involving inflammation by treating that animal with an 
effective 

amount of IL-12. The present invention also relates to a method for 
prescribing treatment for a respiratory disease involving an 
inflammatory response and a method for monitoring the success of a 
treatment for a respiratory disease involving an inflammatory response 
in an animal. Also included in the present invention is a formulation 
comprising IL-12 and a compound capable of enhancing the effectiveness 
of the IL-12 at protecting an animal from a disease involving 
inflammation . 
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AB The present invention relates to a method to protect an animal from a 

disease involving inflammation by treating that animal with an 
effective 

amount of IL-12. The present invention also relates to a method for 
prescribing treatment for a respiratory disease involving an 
inflammatory response and a method for monitoring the success of a 
treatment for a respiratory disease involving an inflammatory response 
in an animal. Also included in the present invention is a formulation 
comprising IL-12 and a compound capable of enhancing the effectiveness 
of the IL-12 at protecting an animal from a disease involving 
inflammation . 
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Angiogenesis is a composite of regulated proliferation and regulated 
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in 



invasion occuring in a variety of normal and pathologic conditions. 
Compound 1 and related analogs are useful for inhibiting angiogenesis 

a host and offer a novel approach to the treatment of cancer, diabetic 
retinopathy, hemangiomata, vasculidities and other diseases associated 
with angiogenesis. 
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AB Gas and gaseous precursor filled microspheres, and foams thereof, 

provide novel topical and subcutaneous delivery vehicles for various 
active ingredients, including drugs and cosmetics. 
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A method and medicament for the inhibition of neutrophil elastase and 
cathepsin G in mammals comprising administering a treatment effective 
amount of 2-O-desulf ated heparin to a mammal in need thereof. The 
medicament preferably is administered by aerosolization or by 
intravenous (IV) injection. Preferably, the 2-O-desulf ated heparin 
medicament includes a physiologically acceptable carrier which may be 
selected from the group consisting of physiologically buffered saline, 
normal saline, and distilled water. Additionally provided is a method 

synthesizing 2-O-desulf ated heparin. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a method to protect an animal from a 

disease involving inflammation by treating that animal with an 
effective 

amount of IL-12. The present invention also relates to a method for 
prescribing treatment for a respiratory disease involving an 
inflammatory response and a method for monitoring the success of a 
treatment for a respiratory disease involving an inflammatory response 
in an animal. Also included in the present invention is a formulation 
comprising IL-12 and a compound capable of enhancing the effectiveness 
of the IL-12 at protecting an animal from a disease involving 
inflammation . 
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AU 9717134 Al 19970902 AU 1997-17134 19970219 

AU 706967 B2 19990701 

EP 901368 Al 19990317 EP 1997-904304 19970219 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, FI 

JP 2000504697 T2 20000418 JP 1997-528834 19970219 

AU 9952589 Al 19991202 AU 1999-52589 19991001 

PRIORITY APPLN. INFO. : AU 1996-8144 19960219 

AU 1997-17134 19970219 
WO 1997-AU91 19970219 
OTHER SOURCE (S): MARPAT 127:239118 

AB A transdermal drug delivery system which comprises at least one physiol. 
active agent or prodrug thereof and at least one dermal penetration 
enhancer; characterized in that the dermal penetration enhancer is a safe 
skin-tolerant ester sunscreen. A non-occlusive, percutaneous or 
transdermal drug delivery system which comprises: (1) an effective amt. 



of 



at least one physiol. active agent or prodrug thereof; (2) at least one 
non-volatile dermal penetration enhancer; and (3) at least one volatile 
liq.; characterized in that the dermal penetration enhancer is adapted to 
transport the physiol. active agent across a dermal surface or mucosal 
membrane of an animal, including a human, when the volatile liq. evaps., 
to form a reservoir or depot of a mixt. comprising the penetration 
enhancer and the physiol. active agent or prodrug within said surface or 
membrane; and the dermal penetration enhancer is of low toxicity to, and 
is tolerated by, the dermal surface or mucosal membrane of the animal. 
The mean flux of 2% ketoprofen in 70% vol. /vol. aq. ethanol through shed 
snakes kinetics in presence of 2% octyl salicylate in 70% vol . /vol . aq. 
ethanol was 27.66 as compared to 2.58 ,mu.g/cm2.h for azone. A 
transdermal aerosol contained 17 . beta . -estradiol 2, octyl 
dimethyl-p-aminobenzoate 8, ethanol 69, and di-Me ether 30%. 
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6 Drawing Page(s) 
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7 Drawing Figure (s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method and medicament for the inhibition of neutrophil elastase and 

cathepsin G in mammals comprising administering a treatment effective 
amount of 2-O-desulf ated heparin to a mammal in need thereof. The 
medicament preferably is administered by aerosolization or by 



intravenous (IV) injection. Preferably, the 2-0-desul fated heparin 
medicament includes a physiologically acceptable carrier which may be 
selected from the group consisting of physiologically buffered saline, 
normal saline, and distilled water. Additionally provided is a method 

of 

synthesizing 2-0-desulf ated heparin. 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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8 Drawing Figure (s); 5 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for reducing the risk of or preventing infections by bacterial 

pathogens in vivo. In particular, a method for reducing the risk of P. 
aeruginosa infection in vivo in compromised hosts such as cystic 
fibrosis patients. The methods involve the use of dextran or 
dextran sulphate as the active ingredient. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



=> d 113 ibib abs 17 



L13 ANSWER 17 OF 20 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 
States 



PATENT INFORMATION: 
APPLICATION INFO. : 
DOCUMENT TYPE: 
PRIMARY EXAMINER: 



US PAT FULL 

94:5678 US PAT FULL 
Purified forms of DNASE 

Frenz, John, Millbrae, CA, United States 
Shire, Steven J., Belmont, CA, United States 
Sliwkowski, Mary B., San Carlos, CA, United States 
Genentech, Inc., South San Francisco, CA, United 

(U.S. corporation) 

NUMBER DATE 



US 5279823 

US 1992-895300 

Utility 

Wax, Robert A. 



19940118 
19920608 



(7) 



ASSISTANT EXAMINER: Prouty, Rebecca 

LEGAL REPRESENTATIVE: Johnston, Sean A. 
NUMBER OF CLAIMS: 8 
EXEMPLARY CLAIM: 1,2 

NUMBER OF DRAWINGS: 9 Drawing Figure(s); 10 Drawing Page(s) 

LINE COUNT: 957 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides the identification and characterization 

of two components of a recombinant preparation of DNase. These 
components are the purified deamidated and non-deamidated human DNases. 
Taught herein are the separation of these components and the use of the 
non-deamidated species as a pharmaceutical per se, and in particular in 
compositions wherein the species is disclosed within a plastic vial, 

for 

use in administering to patients suffering from pulmonary distress. 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB 



the 



blood 



in 



New uses for heparin, or heparin-like compounds are described that 
encompass preserving and healing of cells and cell functions arising 
from transplantations, circumcisions, dermatitides, fissures, fistulas, 
stimulation of epithelial growth, keloid prevention, cold injuries, 
pathology and forensic diagnosis, myocardium, trauma, decubitus ulcers, 
psoriasis, poisonings, insect and snake bites, corrosive ingestions, 

"bends," space-travel sickness, brain and heart nerve conduction 
electrical dysrhythmias, pulmonary respiratory distress, blood and 

products, ulcerative colon lesions, interstitial cystitis, and related 
cosmetic uses. The uses are realized by applying the compounds either 

solution, or in the for of a cream or aerosol, preferably at a 
pH of about 5.5, in an effective amount and for a time sufficient to 
effect treatment. Generally, the concentration of heparin or 
heparin-like compounds will be in the range of 1500 to 5000 
international units per milliliter. Clinical assays are also described 
for determining the amount of heparin that should be used in those 
instances where the effective concentration is not known. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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8 Drawing Figure (s) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

A system and method for administering a 



1 Drawing Page ( s ) 



drug, at a selected dose, via 



the respiratory tract. Spray-dried liposome particles containing the 
selected dose of the entrapped drug are released into the air in 
aerosolized form, either by entrainment in an air or propellant stream, 
or by release from a pressurized can containing a suspension of the 
liposomes in a f luorchlorocarbon solvent. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB New uses for heparin, or heparin-like compounds are described that 

encompass preserving and healing of cells and cell functions arising 
from transplantations, circumcisions, dermatitides, fissures, fistulas 
stimulation of epithelial growth, keloid prevention, cold injuries, 
pathology and forensic diagnosis, myocardium, trauma, decubitus ulcers 
psoriasis, poisonings, insect and snake bites, corrosive ingestions, 

the 

"bends, 11 space-travel sickness, brain and heart nerve conduction 
electrical dysrhythmias, pulmonary respiratory distress, blood and 

blood 

products, ulcerative colon lesions, interstitial cystitis, and related 
cosmetic uses. The uses are realized by applying the compounds either 

in 

solution, or in the form of a cream or aerosol, preferably at 
a pH of about 5.5, in an effective amount and for a time sufficient to 
effect treatment. Generally, the concentration of heparin or 
heparin-like compounds will be in the range of 1500 to 5000 
international units per milliliter. Clinical assays are also described 
for determining the amount of heparin that should be used in those 
instances where the effective concentration is not known. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are methods, nucleic acids, and cells for expressing an 

exogenous gene in a mammalian cell, involving introducing into the cell 
a non-mammalian DNA virus (e.g., a baculovirus) having an altered coat 
protein, the genome of which virus carries an exogenous gene, and 
growing the cell under conditions such that the gene is expressed. Also 
disclosed are methods for treating gene deficiency disorders, 
neurological disorders, or cancers in a mammal by (1) providing to a 
cell a therapeutically effective amount of a non-mammalian DNA virus 
having .an altered coat protein, the genome of which virus carries an 
exogenous, therapeutic gene and (2) growing the cell under conditions 
such that the exogenous gene is expressed in the mammal. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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OTHER SOURCE(S): MARPAT 133:329593 

AB An in vivo method of selectively delivering a nucleic acid to a target 
gene or mRNA, comprises the topical administration, e.g. to the 
respiratory system, of a subject of a therapeutic amt. of an 
oligonucleotide (oligo) that is antisense to the initiation codon region, 
the coding region, the 5 1 or 3' intron-exon junctions or regions within 2 
to 10 nucleotides of the junctions of the gene or antisense to a mRNA 
complementary to the gene in an amt. effective to reach the target 
polynucleotide and reducing or inhibiting expression. In addn. a method 
of treating an adenosine-mediated effect comprises topically 

administering 

to a subject an antisense oligo in an amt. effective to treat the 
respiratory, pulmonary, or airway disease. In order to minimize 
triggering adenosine receptors by their metab., the administered oligos 
have a low content of or are essentially free of adenosine. A 
pharmaceutical compn. and formulations comprise the oligo antisense to an 
adenosine receptor, genes and mRNAs encoding them, genomic and mRNA 
flanking regions, intron and exon borders and all regulatory and 
functionally related segments of the genes and mRNAs encoding the 
polypeptides, their salts and mixts. Various formulations contain a 
requisite carrier, and optionally other additives and biol . active 
agents . 

The low-adenosine or adenosine-f ree (des-A) agent for practicing the 
method of the invention may be prepd. by selecting a target gene(s), 
genomic flanking region (s), RNA(s) and/or polypeptide (s) assocd. with a 
disease (s) or condition (s) afflicting lung airways, obtaining the 
sequence 

of the mRNA(s) corresponding to the target gene(s) and/or genomic 
flanking 

region (s), and/or RNAs encoding the target polypeptide ( s ) , selecting at 
least one segment of the mRNA which may be up to 60 % free of thymidine 
(T) and synthesizing one or more anti-sense oligonucleotide (s ) to the 



mRNA 



segments which are free of adenosine (A) by substituting a universal base 
for A when present in the oligonucleotide. The agent may be prepd. by 
selection of target nucleic acid sequences with GC running stretches, 
which have low T content, and by optionally replacing A in the antisense 
oligonucleotides with a "Universal or alternative base". The agent, 
compn. and formulations are used for prophylactic, preventive and 
therapeutic treatment of ailments assocd. with impaired respiration, lung 
allergy (ies) and/or inflammation and depletion lung surfactant or 
surfactant hypoprodn., such as pulmonary vasoconstriction, inflammation, 



allergies, allergic rhinitis, asthma, impeded respiration, lung pain, 
cystic fibrosis, bronchoconstriction . The present 
treatment is suitable for administration in combination with other 
treatments, e.g. before, during and after other treatments, including 
radiation, chemotherapy, antibody therapy and surgery, among others. 
Alternatively, the present agent is effectively administered 
prophylactically or therapeutically by itself for conditions without 

known 

therapies or as a substitute for therapies exhibiting undesirable side 
effects. The treatment of this invention may be administered directly 
into the respiratory system of a subject so that the agent has direct 
access to the lungs, or by other effective routes of administration, e.g. 
topically, transdermally, by implantation, etc., in an amt. effective to 
reduce or inhibit the symptoms of the ailment. 
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CZ, DE, DK, DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, 
MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, 
SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM 

GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

US 1999-117988 P 19990201 
US 1999-127749 P 19990405 
US 1999-137098 P 19990602 
US 1999-142306 P 19990703 
US 1999-166326 P 19991119 
The invention discloses the discovery that a pharmaceutical compn. contg. 
complex carbohydrates with or without natural or synthetic essential oils 
can work effectively as a topical, oral or mucosal 

pharmaceutical compn. Such pharmaceutical compns. reduce inflammation, 
assist in wound healing, protect against bruising, relieve itching, 
relieve pain and swelling and treat topical bacterial infections 
such as acne and ulcers and prevent and treat numerous other conditions 
and diseases. Such pharmaceutical compns. can be administered to mammals 
including humans. Also included in this invention are methods to deliver 
topically applied macromols. into the tissue of mammals and methods of 
blocking the adhesion, metastatic and coronary cascades. A 1.0% soln. of 
dermatan sulfate (chondroitin sulfate B) obtained was prepd. The 



viscosity of this prepn. was <10 c/s. This prepn. was mixed 1:1 with the 
1.0% wt/vol high mol . wt . hyaluronic acid soln. Five aliquots of 30 mL 
each were dispensed into vials. To the first aliquot was added 2.0% 
rosemary oil. To vials was added either eucalyptus oil, wintergreen oil 
or tea tree oil. No essential oils were added to the fifth vial. All 
prepns. were held at 40. degree, for 7 days after which they were 
evaluated 

for their suspension characteristics. Three patients with chronic 
pain/swelling complaints were given 1 vial of each prepn. All prepns. 
provided relief within 5 min and such relief lasted up to 6 h. Also, 
spreadability was totally acceptable to all patients. 
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AB The present invention provides for numerous cell factors involved in a 

novel cellular pathway that is activated in response to ionizing 
radiation. Several cell factor activities are described which either 
complement the radioresistant DNA synthesis phenotype of Ataxia 
Telangiectasia cells, or inhibit DNA synthesis in the cell. Other cell 
factor activities are described which inhibit mitosis by arresting the 
cell cycle prior to cell division. It is contemplated that compositions 
comprising the subject factors will be useful as both research tools, 
and as therapeutic agents. 
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AB Reagents for use in preparing a therapeutic liposome composition 

sensitized to a target cell are described. The reagents include a 
liposomal composition composed of pre-formed liposomes having an 
entrapped therapeutic agent and a plurality of targeting conjugates 
composed of a lipid, a hydrophilic polymer and a targeting ligand. The 
therapeutic, target-cell sensitized liposome composition is formed by 



incubating the liposomal composition with a selected conjugate. 
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Preparations of conjugates of a receptor-binding internalized ligand 

a cytocide-encoding agent and compositions containing such preparations 
are provided. The conjugates contain a polypeptide that is reactive 

an FGF receptor, such as bFGF, or another heparin-binding growth 

cytokine, or growth factor coupled to a nucleic acid binding domain. 

or more linkers may be used in the conjugation. The linker is selected 
to increase the specificity, toxicity, solubility, serum stability, or 
intracellular availability, and promote nucleic acid condensation of 

targeted moiety. The conjugates are complexed with a cytocide-encoding 
agent, such as DNA encoding saporin. Conjugates of a receptor-binding 
internalized ligand to a nucleic acid molecule are also provided. 
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AB The present invention relates to recombinant adenoviruses having a 

cassette capable of integrating into the genome of infected cells, 

their 

preparation, pharmaceutical compositions containing them, and their 

use . 

In particular, the cassette contains at least one inverted terminal 
repeat (ITR) Sequence from AAV and a heterologous DNA Sequence. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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